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I 



Amendments to the Claims :j; 

This listing of claims Iriill replace all prior versions, and 
listings, of claims in the application* 



Listing of Claims: 



1 (currently amended) : 
of formula (I) 



jk serine: protease inhibitor compound 



Cy ; 



(I) 



where R2 represents [• 
(i) phenyl optionally being:' substituted in the 3 and/or 



4 position by halo, nit 
a 1 ky 1 hydra z i do , ami no , 



I 



ro, thiol, haloalkoxy, hydrazido, 

y— haloalkyl , alkylthio , alkenyl , 
alkynyl, acylamino, trii <br dif luoxomethoxy , carboxy, acyloxy, 
MeS02" or , and optionally substituted at the 6 position by 
amino, hydroxy, halo, alkyl, carboxy , ; alkoxycarbonyl , cyano, 
amido, aminoalkyl, alkoxy or alkylthip; or 

(ii) naphth-2-yl | optionally ; substituted at the 6 or 7 
position by halo, haloalkoxy, haloalkyl, cyano, nitro, amino, 
hydrazido, alkylthio, alkenyl, alkynyl or Rij and optionally 
substituted at the 3 position by jaminb, hydroxy, halo, alkyl, 



carboxy, cyano, amido, 



afainoalkyl; alkoxy or alkylthio; 



(iii) — iooquinolin-7^ yl> — indbl 5 yl, — indo - 1 - G yl, — indasol 



5 ■■ yl - i — i- ndasol — G yl , — bcixEjothiaaol - ] 6 yl or bcngico^ t agal — 5 yl 



o ptionally substituted - a't the 3 ppoition by halo, haloalkojcy, 
ha 1 ogtl -ky l / cyano , — nitro,;, amino, — ^)by^? agido, — a lkylthio, — alkenyl, 
alkynyl or ' !: 



(iv) — bcnEimidacol 



s^ botitutcd at -- thc 2 position byiamin - cfr y 
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4v^ — thicn-2 yl or tltj.cn - 3 yl ; optionally outeafritufccd at 



^fee — 4 or 5 pooition by halo, — haloal legacy , — haloalkyl , — oya - no, 



■n- itiro , — amino / — hydra do p jalkylthio, — a - lkcnyl > — alkynyl or 

4vHh-) — 3,4 mcthylonedioxyphonyl 0 — hydro indol o yl, 



3,3 dichloro 2 oxo- indol "|C yl or 1 methyl 3 aminoindaaol - 5 yl; 

■ (vii) bongothiaaol 2; yl, — imiftaao [1, 2 alpyrimidin 2 yl or 
tec - fe - rahydroimidago [1,2 a] pyrimidin - a - yl ; 

(viii ) — pyrazol 2 yh. ^optionally oubotitutcd at the 5 



position-by halo , — haloa 



lkox -y-; — haldalkyl> — cyaift e , — nitro, — amino , 



hydraaid a; — alkylthio, — o^lecsnyl ? — alkynyl or R j.-r 

( ix] — pyrid 2 yl opfe - ionally substituted at tho 5 position 
by halo, — haloalkoxy ? — haloalkyl , — cygne t — nitro , — amino , 
hydra si do, — alkylthio, — ^lftcnyl , — alkynyl or IL±t 



fx-) pyrid 3 yl ojitional - ly aubatitutcd at the 6 po s-i4r4eft 



by halo, — haloalko - xy , halcialkyl , — cyano , — nitro ; — amino, 
hydrazido, — alkylthio , rilfcenyl , — alkynyl - er R ^-r 

(xi) — bonaofur 2 yl optional - l j y substituted at the 3 
position by amino, — hydroxy, — halo/! ; alkyl , — carboxy >— cyano , 
amido, aminoalkyl, - alkoxy or alkylthio and at the D a y G 



pooition by - ha - l ^ / haloalkoxy, — haloalkyl , — oyano , — nitro, — amino , 



hydragido, — alkylthio, — aljienyl, alkyfi y j. or - R ^r 

(3d 1) — indol 2 yl optionally -s ubstituted on the - ■ i na^e- lc 



a- itrogen atom by alkyl, and optionally a ubafeitutcd at tho 5 or 



£-^ea-i-fe- i - on - by — halo - , -halojalkoxy , — haloalkyl , — eya-i*^-; — nitro 



(xiii) — indol 6 yl 



amino j — hydraaido, — alkylthio/ — alkenyl,; alkynyl -or 

ftbgtituted at the 5 pooition by amino> 



i T 



hydroxy/ — ha ^- lo, — alkyl t carboxy , — alkoxycarbo ay^-; — cyano , — ami do, 



aminoalkyl , — alkoxy or al^cylthi - o and optionally substituted at 
the 3 pooition - by - - halo, lhaloalkoyy > — haloalkyl ; — eyano -? — n - i - t - ro , 



I 



amino , — hydrazido, — alkylthio, — alkcny!^ alkynyl or R^-; — ere 



(xiv) — benao [b] thiop j hen 2 yl "optionally oubafrituted at tho 
3 position by amino, — hydepeaey? — hal o , — qlkyl , — carboxy, — oyano; 
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amitio , atninoalkyl , — al3co:cV"|or a Iky It hid and at — tho B or 6 
g> Q3ition by halo, , haloallcpx - y , haloalkyl ; — oyano, nitro , — amino > 



hydra si. do, — alkylfchio - ; — alkcnyl, alltynyl or Rx 



with the p -gr^ w - iao tha't R$. cannot be aminx -K Looquinolyl ; 
-X-X- is CONH each X; - independently - i - s-a C, N, O or 0 a* < s fn 



or a CO, — GR^i — g4^- a: ^-g,-- py; NR j^ group, at leapt one b e ing C, 

each Ri a independently represents hydrogen or hydroxyl, 

I •(• ;- : 

alkoxy, alkyl, aminoalkyl;, hydroxyalkyl , alkoxyalkyl, 

alkoxycarbonyl , alkylamirijDcarbonyl;, alkoxycarbonylamino , 
acyloxymethoxycarbonyl or! alkylanu.no optionally substituted by 
hydroxy, alkylamino, aljkoixy, oxo, i" aryl or cycloalkyl; 

R x is as defined fo# R]_a' provided that Ri is not 
unsubstituted aminoalkyl;; 

L is CO, CH 2 NK, CCN^ ld (CH 2 ) m :,: (CH 2 ) (Rid) co < CH 2 > irw 
<CH 2 ) m + 2 , C0(CH 2 ) m , (C^m^O, (CH2) m OC=0, (CH 2 ) m O, 
CR-CH(CH 2 ) m , S0 2 , S0 2 Nljii, S0 2 (CH^ ) m , : (CH 2 ) m S0 2 or 
(CH2) m S0 2 NR ld < wher « e 4 c ^ ra ^ s independently 0 or 1 and R13 is 
hydrogen an organic — linked group containing 1 to 5 backbone 



atoms selected front C, i Nu O and 



or: a branched - alkyl or 



oyclio grouft ) ; 

Y is a CH a nitrogen atonr, or. a CR ^-group; 

1 i; • i 

Cy is a saturated |or unsaturated;, mono or poly cyclic, 
homo or hetero cyclic grovjip optionally; substituted by groups 
R 3a or phenyl optionally!} substituted by R3a' 

each R3a independently is R% c r amino, halo, cyano, nitro, 

thiol, alkylthio, alky!, sulphonyl , alkylsulphenyl, triazolyl, 
imidazolyl, tetrazolyl > \ihydrazido, alkyl imidazolyl , 
thiazolyl, alkyl thiazi-lyl, alkyl oxazolyl , oxazolyl, 
alkylsulphonamido, alkyllaminosulphonyl , aminosulphonyl , 
haloalkoxy and haloalk^lj^ 
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Lp is a lipophilic 
Q 



ojrganic group -selected from 
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wherein R3 is as defined f or :R3 a 
m represents 0 or 

R 4 represents hydrogfeh, (CH 2 );^C00H or <CH 2 ) w CONH 2 ,- 



G 



w represents an int;^jgier from[JO to 4; and 
X represents CH or N;;. % 
D is a hydrogen bond: donor g^oup ; and n is 0; 
or -L-Lp (D) n is : 



(i) 




in which q is 1 or 2; 

Q is a direct bond; [[and R CT is piperidin-4 -yl which may 
• ! : M } o ■ ■ 

bear a Cx^alkyl subst itient at the Imposition; or R q is NR a Rb 

in which each of R a and ft^ independently is hydrogen or 
Ci_3alkyl; or one of R^/iiid Rfc is;] hydrogen or methyl and the 
other of R a and Rfc is -CfU-Rc or-;^H 2 -Rd in which R c is pyridyl 
or phenyl (which phenyl ; may bear ia fluoro, chloro, methyl, 
COKH 2 , SG 2 NHa , methylaminpsulphonyf , dimethyl aminosulphonyl , 
methylsulphonylamino, r^elhoxy or ; ^nethylsulphonyl substituent) 
and in which R^ is isopr|>pyl or qyclopentyl, or NR^R^ is 
pyrrolidine, piperidino>jj morpholtfto, piperazino, or 
retrahydro-1 , 4 -diazepinbl in whichi a pyrrolidino or piperidino 
may be a 3 , 4 -didehydro ! ^srivat ivd| and in which a pyrrolidino, 
piperidino, piperazino Ubr tetrahydro-i, 4-diazepino may bear a 
methyl group at the 4 -petition; 
(ii) 
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in which R t is phenyl (^hich phenyl may; bear a fluoro, chloro, 
Ci_4 alkyl, methoxy or methylsulphonyl srubst ituent ) ; or 

< ii:L) 




: i 



in which Het is a divalent: 5 menbered Iheteroaromatic group 
containing l, 2 or 3 hekerbatoms selected from o, N and S and 
having the two ring atoms! at whicfr it connected separated 
by one ring atom; 



h is 0 or 1; and 
Rh is phenyl which 



and 



— Rxc ancl R lj aris * 



ijay bear 6ine or 



more R 3 substituents ; 



as defined for Ri a , 



or a physiologically tolerable salt thereof. 

2 (canceled) : 

3 (canceled) : 

4 (canceled) : 

5 (canceled) : 



6 (currently amended) i Sa compound as claimed in Claim 1, in 
which Y is a CH gn^— gzroxip and has the conformation that would 

result from construction j from a D;fa-aminoacid NH 2 -CH (Cy) -COOH 

SH^-eR ^ ( Cy ) COOH w here, the NH 2 represents part of X-X. 



7 (canceled) 
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8 (currently amended) : i A compound as claimed in Claim 13*, in 

which Cy represents an optionally £13 a substituted phenyl, 

I - r =1 ' I 

pyridyl , — thicnyl , — fc- hiagolyl, naphthyl ,; pipcrxdinyl or 

cycloalkyl group. 



9 (original) : A compound' as claimed in Claim 8, in which R 3a 
is selected from hydrogen;, hydroxy!, methoxy, ethoxy, methyl, 
ethyl , methylaminomethyL, j dimethyl^minomethyl , hydroxymethyl , 
carboxy , methoxymethy 1 , j mpthoxycarbonyl , ; . ethoxycarbonyl , 
methylaminocarbonyl , dime£hylaminc|-carbonyl , aminomethyl , 
CONH 2 , CH2COMH2, acetylattiino , methgxycarbonylamino, 
ethoxycarbony lamino , t - bujtoxycarbonylamino , amino , f luoro , 
chloro, cyanO; nitro, thijol, methyl thib; methyl sulphonyl , 
ethylsulphonyl , methylstiljphenyl , methyl sulphonyl ami do , 
ethylsulphonylamido , mejbi^ylaminosulphonyl , 

ethylaminosulphonyl , atrjirio sulphonyl , trif luoromethoxy and 
trif luoromethyl . 



X0 (currently amended) 



1 •--.-;. ] 

!A compound as claimed in Claim 1, in 



which Cy is phenyl, 4-^mdlnophenyl:4 4-amidophenyl , 4 - (N- 

methyl) amidophenyl, 4- (j^N-dimeth^l) amidophenyl , 2- 

chlorophenyl , 2 -methylphenyl , 2 - filuorbphenyl , 3 - f luorophenyl , 

4-f luorophenyl , 4 -hydroxphenyl , 2+methoxyphenyl , 4 -methoxy - 

phenyl, 4-carboxyphenyl , ; 3-ethyl$talphonylaminophenyl , thicn - 2 - 

! ill . • 

yi-; — thicn 3 - yl , — thia es ol — i yl > — thiazoi.' 5; yl , — 2 methyl thiasol 4 

i ■ i 



Y±-, — gy^i-d— 2 - -y - l - , - pyrid 3: yl , pyrid^ 4 yl/ piporidin 1 yl , — 1- 
mcthylpipcridin 1 yl, cyclohexyl ;<?r naphth-l-yl * 



11 (canceled) 



12 (currently amended) : . ^ compound ag claimed in Claim lOii, 
in which L is CO, CONH 



pH 2 NHC0 tihd or 
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13 . (canceled) : 

14 . (canceled) : 
15 (canceled) : 



16 (previously presented.) |: A compound; as claimed in Claim 1, 
in which in -L-Lp(D) n i's:[ 

id ! ■ 1 




in which q is 1 or 2; 

Q is a direct bond; |and Rq i;s piperidin-4 -yl which may 

bear a Ci^alkyl substitient at tfae 1-ppsition; or R q is NR a Rb 
in which each of R a and Rb independently is hydrogen or C x _ 
3 alkyl; or one of R a andjRb is hydrogen or methyl and the 
other of R a and Rb is -CZ^2" R c or-CH 2 ~Rd in ^ich R c is pyridyl 
or phenyl (which phenyl may bear .ja f luoro, chloro, methyl, 
CONH 2 , SO2NH2 , me thy lamin^sulphonyi , dimet hy laminosulphonyl , 
methylsulphonylamino, mefhoxy or lirnethylsulphonyl substituent) 
and in which R^ is isopri>pyl or cyclopentyl, or NR a Rb is 

pyrrolidino, piper idino, j morpholiho, -piperazino, or 
tetrahydro-1 f 4-diazepino| in which: a pyrrolidino or piperidino 
may be a 3 , 4-didehydro' derivative; and in which a pyrrolidino, 
piperidino, piperazino, j^r tetraiydrd-l , 4-diazepino may bear a 
methyl group at the 4 -position; 
(ii) ' f 
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in which R t is phenyl (Which phenyl may 
alkyl, methoxy or methyl sulphonyl 

(iii) 




in which Het is a divalent 5 membered heteroaromatic group 

j . 1 j ■ ; 

containing 1, 2 or 3 he.tetroatoms ^elected from 0, N and S and 

having the two ring atojmsi at whicH it is connected separated 

by one ring atom; 



bear a fluoro, chloro, 
gubstituent) ; or 



h is 0 or 1; and 

is phenyl which! may bear pne or 



more R 3 substituents , 



17 (previously presented);: A compound: as ; claimed in Claim 16, 
in which 
(i) q is 2, and 
R q is piperidin-4-yl which may be air a; (l-3C)alkyl substituent 
at the 1-position; • { : i \ j 

(iii) is phenyl which [may bear!- one: or more R 3 substituents 



independently selected 



from, for -an ortho or a para 



substituent: C]__5 alkyl , :j f luoro, [chloro:, dif luoromethyl , 
trif luoromethyl , methoxy] dimethyiamino;, methylsulphonyl , and 
c l-2 ac Y 1 / and for a meta subst it^uent;: : f luoro, chloro and 
methyl . 

18 (previously presented) : A compbund as claimed in Claim 1 
in which 
-If-Lp(D) n is 
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^(CH 2 ) h R h 



in which Rh is phenyl which may jfear 



an ortho and/ or a para 



for an ortho 
and acetyl, and for a 



substituent independently! selected, from 
methyl, fluoro, chloro, nje-hyl sulphonyl 
para substituent; methyl .,"[ fluoro, ^chloro, methoxy and 
dimethyl ami no ; 

he is 0; or 



Zi is S, Z2 is CH, 
Z ± is NH, S2 is N, 



h is 1. 



19 (previously presented):: A compound: afc; claimed in Claim l, 

i . f : . 

in which is selected from hydrogen; hydroxyl, methoxy, 

: [ i|j ; ' : . 

ethoxy, methyl, ethyl, propyl, 2 -propyl, butyl, 2 -butyl, t- 
butyl, pentyl, 2 -pentyl 6r 3 -pentyl, isopropylaminomethyl , 
dime thy laminomethyl , diethylaminojmethyl, dimethylaminoethyl , 
acetyl, hydroxymethyl , ^h^droxyeth^l , parboxy, methoxymethyl , 
methoxycarbonyl , ethoxycarbonyl , |Hethylaminocarbonyl , 
dimethylaminocarbonyl , j aminomethy'J > aminocarbonyl , 
methylamino, dime thylamino , ethyiaminp, : f ormylamino , 
acetylamino, amino, fluoro, chlozrp, cyano, nitro, thiol, 
methylthio , methyl sulpljioipyl , e t hyi su lphony 1 f 
isopropylsulphonyl, methyl sulphenjyl , ;l:,;2 f 4- triazol-2-yl , 
l,2,4-triazol-4-yl, 1,2, 3-triazo]^4-yjl,: 1 , 3-imidazol-l-yl or 
1 , 3-imidazol-4 -yl , tettazol-l-yl ,^ tet,razol-5-yl; 
methylsulphonamido , ethylsulphonamidq, . ipropylsulphonamido, 
methylaminosulphonyl , ethylaminoSijLlphonyl , 



propylaminosulphonyl , aminosulphqjhyl , 

fcrif luoromethyl and trt-chlorometljiyl . 

I S 



20 (previously presented^ i: A coiiipourid as claimed in Claim 1, 
in which Lp is selected. from 
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where R 9 represents H, GMe , so 2 Me;j F, 
N0 2 , CI or OH. 

21 {previously presented)!: A compound 
in which Lp represents 





cyano, amido, amino, 



as claimed in Claim 1, 



wherein X 2 is halo, hydrogen, amino, nifcro or CONH 2 



22 (canceled) 



23 (currently amended) ;.' [A compound as claimed in Claim 1, in 

which R 2 represents: [ :|" 

':: I > ■ .' 

(i) phenyl optionally being? substituted in the 3 



and/or 4 position by ftuoro, chldto, 



bijomo, iodo f nitro, 



dif luoromethoxy, trif llioromethoxyj, amino, cyano , 
trif luoromethyl , methylthio, vinyp. , qarrboxy, acetoxy, MeS0 2 - 
hydroxy, methoxy, ethoxy, methyl,;? methoxycarbonyl , 
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methylamino, ethylaminoj or amido, land optionally substituted 
at the 6 position by amllrip, hydroxy , fluoro, methoxycarbonyl , 
cyano or aminomethyl ; or - [• X 

(ii) naphth-2-yl optionally substituted at the 6, 
position by hydroxy and, optionally! substituted at the 3 
position by amino or hydrpxy^ M 

( iii) — iooquinolin ? yl, — indol: 5 yl, indol 6 yl , — indasol 



5-yi-; — indaeol 6 yl, — bengofcft 4 a - sol G yl ; or bQnai &^x-»z-e 4 ->S- y-1- 



optionally sutocti ifeutcd at: the 3 pqoitidn by chloro, — bromo , 
amino , — methyl or mgthoa - y -rj :J 

■ K - v) — bcngimidaaol 5 yl or beifrnotfeiagol 6 yl optionally 



jubctitutod at the 2— pooi;tion by amino; i 

— thicn 2 yl or tfrticn - 3 yl [optionally substituted at 



the 4 or 5 position by mqfchylthio ,f methyl or acetyl; 

-fv-i-) — 3 , 1 mothylcncdioxyphcnyi , 2,3; dihydroindol 6 yl , 



3 ; 3 dichloro - 2 oxo indol [6 yl or 1 methyl -3 aroinoindo g o - 1 - -5 ' yl; 
(vii) — bcnsothiazo 1 - 3 - yl -? — aaftag &agoTiv 2 a]pyrimidin 2 yl or 



tctrahydroimidazo [1 , 2 alffy^ - midin ^2 yl ; 



(viii) — pyragol 2 yl joubotitutcd 
methyl ; [ '-• 



at : tahe - 5 position by 



(ix) — pyrid - 2 yl optionally ' oubotitutcd at the 6 position 



by chloro; 



-t*L-h — yl optionally aubatitutcd at tha 1 poaition 



by chloro; 

(ki) — besr aofur 2 yl - optionally substituted at- the 3 
g>esi t ion by — chloro , — mcthjrl or motHox 3 /, ? aft the — 5 — &a? — 6 — poaition 
by methyl— and -^ ab - fe - he 6 jpcboit ion by methexy r 

■(■xi-i-) — ind o- 1 - 2 yl optionally ipubotitutod on the indole 
nitrogen atom by - methyl, and optionally aubotitutcd at the 5 or 
6 poaition by fluoro, — <phloro> brtimo, methyl or methojeyy 
— a mdol G - yl | oubatitutcgl at the - 5 poaition by 
chloro, — fluoro or hydgfax^ and optionally auteotifeufced - at* the 3 
p ooition by chloro — e r mc^hy^ ;— or - \]> 
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(iti v ) bcn^c [b] thi npii^n yl ^titinany cubot itutcd at th e 
3 monition by fluo^ — cklpro or methyl, and optionally 



substituted at tha 5 or 



hydrox y^ — or mothoxy . 



24 (canceled) 



25 (canceled) 



26 (canceled) 



G . position! by £ - l-aoro, — ohloro, methyl , 



compound a£ claimed in 



: 

27 (original) : A pharmaceutical composition, which comprises a 



Cljaim l together ; with at least one 



pharmaceutically acceptable carrier oriexcipient 



28 (previously presented)! : A compound; as : claimed in Claim 23, 
in which R 2 represents ^phenyl substituted in the 4 position by 
chloro, amino, vinyl, raetihylamino^ methyl or methoxy, 
optionally at the 3 position with;* amino 
optionally at the 6 position with|| amino; 



2 9 (currently amended) 
of formula (I) 



R 



or hydroxy , and 
or hydroxy. 



A serine!*" protease inhibitor compound 



^p{D) n 



I 



<I>l£ 



where R 2 represent s | 
(i) phenyl optionally beingj substituted in the 3 and/or 



4 position by halo, ni 
alkylhydrazido , amino , 



tro, thiol,;! haioalkoxy, hydrazido, 
cyano, halpoalkyl, alkylthio, alkenyl, 
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amino, hydroxy, halo, alkyl, carbo^cy, alkoxycarbonyl , cyano, 
amido, aminoalkyl, alkoxyjor alkylthic*; or 

j ' 1. : 

(ii) naphth-2-yl optionally -substituted at the 6 or 7 
position by halo, haloaikoxy, haloplkyl, cyano, nitro, amino, 
hydrazido, alkylthio, a^Lk^nyl, alkynyl cir R X j and optionally 
substituted at the 3 polition by cvmino, hydroxy, halo, alkyl, 
carboxy, cyano, amido, aminoalkyl alkoxy or alkylthio; 

(iii) — iooquinolin j? yl, — indoi; S ■■yl/ indol - g-y ^H — i*idagol 
5 yl , — indacol 6 yl , — bcnso^hianol ui yl ;Qr bcngisoxacol 5 yl 



optionally Gubctitubcd at; the 3 position by halo, — haloai koxy 



& aloalkyl , — cyano, nitrey frmino, — hydras i do ; — a lkylthio, — alkenyl , 
alkynyl or R ^-r 




nitro ) — amino , — hydrazidq, jalkylthid, alkenyl, — alkynyl or R ^-t 
( ■ v - i ) — 3 , 1 mefehylcncdfoxyphonyi , — 2 ; 3 ; dihydroindol — 6 -ylv 



3 , 2 -dri^ h - loro 



oxo 



indoi 1 6 yl or t methyl 3 ■ atninoinda - go - l - - 5 yl, 



(vii) — bcngothiaaol'.'S yl - — imidaso ![ 1 j 2 a] pyr imidi -nr- 



tQtrafe^roim ^r &ano [ly2 cbjoyrimidin.;: 2 yl ; 



|, \ j 

(viii) — pyrazol 2 yl : ['optionally oubatitutcd at the 5 



position* by - ha - lo -? — ha loaikoxy, — haloalkyl;, cyano, — nitro> — amino, 

hydra si do , — alkylthio, — ai44enyi^ — alfeynyjl or R ^r 

1 t :r ! : 

-fi-^r) — pyrid 2 yl optionally oub ^ tifcufecd at tho 5 position 

by halo> — haloaikoxy, — halda -l kyl, - cyano!, : nitro, — amino , 

hydrazin e-? — alkylthio -? — alkenyl, — alfcynyjl^ Or R ^_r 

4*-) pyrid - 3 yl optionally sftbotitutcd at the - 6-pogition 



halo , — k aioa 



ik^xy-? — h<jtloalkyl , — 



ano; 



1 nitro, — amino, 



hydrazido , alkylthio alicnyl , — aljfcynyl e ^— fi^r 



(xi) bens of u a ?- 2 yl optionally substituted - at the 3 



position by amino, — hydroxy, halo,:^ alky Qr? — earboxy, — cyano , 
aran^er a - minocalkyl , — a-3rk ^x - y -- or --- >lk - ylthio and at the 5 or 6 
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pooition by halO; — foaloalkbxy , — haloh.lkyl, .cyano, — nitro, — amino , 
hydras i do , — alkyl thio, — alkpnyl, — alJc,ynyl or R^ -r 



4x - i i ) — indol 2 yl optionally DjabstL - ltLufecd on the indole 



^ar^e g - en ■ atom by alkyl and - optionaily -q u bctitutcd at the 5 or 
€ positi o n by halo, — hal ja^koxy / hi&oalkyl , — ayano, nitro r 
amino, — hydra zi do > — ar lkylphfco , — alkoiigyl , alkynyl or R ^-r 



(xiii) — indol S yl j ou bs- titutcd. at : the 5 position by amino - , 



hydroxy, — halo, — alkyl , — carboxy , — allc o xyqarbonyl , — cyano , — araido, 



aminoalkyl , — a^- k -e- x - y - or alkyl thio and optionally oubotitutod at 



the 3 pooition by halo; h[aloalkox%, haloalkyl, — e yano -? — nitro, 



€tfft-H fio , hydras i do, — alkylthjio, alkeiy/1 ,; alkynyl or R^_; or 

(xiv) — bongo [b] thi option - 2 -yl qptievnfrlly oubotitutod at the 



3 pooition by amino, — hydrox y-? — hald , — alkyl, — e orboxy , — oyano , 



^m- ido , — aminoallcyl , — alkqxy or alkyXthi o and at the 5 or C 
pooition by halo, — haloalkoxy, — ha^ a - lky! , — cyano , — nitro, — amino, 



hydras ido , — alkyl thio, — ajjee ayl, -alkynyl or Rj-i 

| I I : . ; . J ' 

with ' the proviso that R^- cannot bq, arainoiooquinolyl 

- X - X - r epr e s en t s -CONH - each % independently ■ i -6— a— G, N, -£> 
oy— 0 atom or a CO, — Gft^ [c (R ^-)-^ . Or N ft^ group, at least - one X 



kc - ing C, CO, CR ^ or C(R j^4-$- ; 



cach- Rxa - independently represents hydrogen or hydroxyl, 



alkoxy , alkyl , aminoalkyl , hydroxyalkyl 



alkoxyalkyl , 



alkoxycarbonyl , alkylaniiaocarbony^ alkbxycarbonylamino , 
acyloxymethoxycarbonyl or alkylam|.no ppfcionally substituted by 
hydroxy, alkylamino, alkoxy, oxo,|aryl or cycloalkyl; 

R^ is as defined for R±^ f provided that Ri is not 
unsubstituted aminoalkylj I | ■ 

Y is a nitrogen ' atotp or a CR^ CH group; 

Cy is a saturated; or unsaturated, mono or poly cyclic. 



homo— e-r 



cyclic group optionally substituted by groups 



R 3a or Phenyl optionally! substituted 



21 - 
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each R3 a independent 
thiol, alkylthio, alkylsu t '. 
imidazolyl , tetrazolyl , 
thiazolyl, alkyl thiazojlyj' 
alkylsulphonamido, alkyiapna 
haloalkoxy and haloalkyjl; 

Lp is group of forpau'L 



/ 



in which: 

r is 1 or 2 ; 

one of X a and is N alrid 

when r is 1, X a and Xfc air|= 



s, t and u are each 0 or 



L a and Lj3 are each 
C=0, O and NR;j_ e , in which 
G is (1-6C) alkanediyl ; 
R 10 is (l-6C)alkyl, (3 
substituted by (l-6C)alk; 
tetrahydropyranyl , tetrad 
unsubstituted or ^n"hfit- 



i 

ft* 



substituted 



pyrrolinyl, or a group 



of 



MARTIN A HAY AND CO 

!f I I \ 



y is Ric?/ amifno, halo, cyano, nitro, 
phonyl, j^Llkvlsulphenyl , triazolyl, 
drazido^ alkyl imidazolyl , 
r alkyl bxazolyl, oxazolyl, 
inosulphbnyi,; ; amino sulphony 1 , 



\ 



the other if CH or N provided that 
not bo#h N> 



independent ly 



selected from a single bond, 
R le is hydrogen or (1-6C) alkyl; 
aiild 'i ! ; : 

: t * I ■ ; 

6Q) cycloalkyl Which is unsubstituted or 



1 : . - 

1, pyndyl, 
ydrothio|>yrahyl, phenyl which is 
by oifie or two R3 groups, 
formula^ 



in which v is 1, 2 or 3;? 
is CH or n, provided that when v is r, 



N; and Rn is hydrogen,: j. 
hydroxy (1-6C) alkyl; proy 



Received from < 01625500058 > at 1 1/7103 5:12:41 AM [Eastern Standard Time} 



(CH 
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one of Xj|/ arid X3 is N and the other 
X c and are not both 



1-6C) alkyl qr 

Si ; ■ 

ded t ha til whe-n 
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when X3 is CH, 

:t is 0, the sum of s 
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jL a is a |>ond! 
. Xft and X£ are 

when (L a ) d - (G) t - (L b ) repijfesjsrits an alkyi 
both represent N, the alk|l group : conta 
carbon atoms , 



and u is 1; when X^ is N,- 
L b is a bond or C=0; when: 

5r: 



where L is CO or CH 2 CO, 
CH 2 NHC0 when X a is CH; 

but excluding compounds 
(i) 



MARTIN A HAY AND CO 



1025 



or C=0; when X c is n, 
both N , t is 1; and 
group and x b and X c 
ins at least two chain 



wlUn X a is|N, or L is CONH, C0NtfCH 2 or 



in which q is 1 or 2; 

(a) Q is -O- or -NK-j 




IS i 



(b) Q is methylene 



and Rqil is £g> 
and Rq is NR a R^ 



each of R a and Rfc 
or one of R a and Rfc, is 
and Kb is -CH 2 -R G or-CH^-j 

(which phenyl may bear [a | 

i : f 

methyl aminosulphonyl , dirf 
tr.ethylsulphonylamino , me j 



1 M „ . 

independently is; 



pyrrolidine, piperidino, j 
tetrahydro-1 , 4~diazepiiio| 
may be a 3 , 4 -didehydfo 
piperidino , piperazino; . 
methyl group at the 4 -position ; 
(ii) 



or 



hydrogen or -3 alkyi; 



drogen o| methyl and the other of R a 

R d in which R e ; is pyridyl or phenyl 

fluoro, fehloroy methyl, C0NH 2 , S0 2 NH 2 , 
,ethylami|.OSuilphonyl , 

hoxy or jpethiylsulphonyl substituent) 

s 



and in which R& is iso^rcjpyl or dye 1 opejityl , or NR^R^ x 

■ morpholijho, -piiperazino, or 



in whichl a pyjjdrolidino or piperidino 

deriviative aridiiiin which a pyrrolidine, 

r tetrahydrQ-i, 4-diazepino may bear a 
} 

II 
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CHR e Rf!|, - CR2 ~ CHR^Rf , or Rg in 
6 defined as [above; each of R e and 



Rf independently is hydroben or C^^alkryl; or CHR e Rf is 
cyciopentyl {which may bear a methyl, : ethyl or hydroxymethyl 
substituent at the 3- or position) , ; cyclohexyl (which may 
bear a methyl, ethyl or h|^dr oxymetry 1 \ substituent at the 3- o 
4 -position) , tetrahydrapyran-4-ylf; tetrahydrothiopyran-4-yl , 



pyrrolidine 3 -yl (which 



may bear a ^3. -methyl substituent) , 



piperidin-4 -yl {which may| bear a I -methyl sub3tituent) , or 
indan-2-yl; and Rg is 2|-r|ethylsul^honylphenyl which may bear 

4-fluoro substituent or &g is X 6 -it, 1-dioxobenzo [b] thiophen-7- 

yl; 
(iii) 
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in which g is 1 or 2 ,- 
s is 0 or 1 ; and 

R s is - (CH2) c" R c ^ ~ t^e^^f 9 el?" -c{H2|-CKR e Rf each of which 
is defined as above; or 
(iv) ! 
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bear 



in which. R t is piperidiiji-4 
3-yl, any of which may 
1-posit ion ; 

D is a hydrogen isjond doner group; and n is 0 

and 

ftg_^7 — Ric and j are 
or a physiologically tole 



30 (canceled) : 



as defxhfed idx Ri a , 
stable salfc thereof - 



31 (canceled) : 



3 2 (currently amended) 
which Y is a CH €8^— grbul 



result from conatructi 



icjn 



33 (canceled) 



34 (currently amended) 



pyridyl/ — b h-icnyl 7 — thiasolyl , naphihyl- 



cycloalkyl group . 



3 5 (previously presented 
in which is selected 



me 



ethoxy, methyl, ethyl, 
hydroxymethyl , carboxy 
ethoxycarbonyl , methylam 
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ly 30, 200(3 



-yl, pip-eridiiiri 
a Ci_3| alkyil 



-3-yl or pyrrolindin- 
substituent at the 



compouiid as ; : claimed in Claim 29, in 
and has* the 'conformation that would 

■ f : : : " 

Erom a D^a-aminoacid nh 2 -Ch (Cy) -COOH 



NH^.— GR ^tCy) COOH where the nh 2 represents part of X-X. 



Pl compouiid as 



claimed in Claim 33, in 



which Cy represents an j-oritionally;|:R3 a ; substituted phenyl 



pipcridinyl or 



A comppund! as claimed in Claim 34, 
from hydrogen hydroxy 1 , methoxy, 

thylaminpmetjhyl , dimethylaminomethyl , 
Tjjiethoxymelthyl;, :: methoxycarbonyl , 
nocarbonyl , idlbethylamino-carbonyl , 



ami nome t hy 1 , CONH 2 , CH 2 COj vTH 2/ a c e tj^l anii no , 
methoxycarbonylamino , ithoxycarbphylamjiino , t - 
butoxycarbonylamino , amino, fluorp, qhiloro, cyano, nitro 
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thiol , methylthio, met;hyi&ulphonyl:j; edriyl sulphonyl , 
methylsulphenyl , methylsu^phonylamidoj :ethylsulphonylamido, 
methylaminosulphonyl , bthylaminQ^lphonyl , ami no sulphonyl, 
trif luoromethcxy and trifluorome 



36 (currently amended);: 
which Cy is phenyl, 4 



amino 



methyl ) amidophenyl , 4 
chlorophenyl , 2 -me 
4-f luorophenyl , 4 -hydro 
methoxyphenyl , 4 - carbo 



k compound a^ Claimed in Claim 2 9 , in 
phenyl^ 4 -amidophenyl , 4- (N- 
dimeth^fl ) amidophenyl , 2 - 
t hy Iphejhy 1 / 2 - f ijuoropheny 1 , 3 - f luorophenyl , 
|ieny 1 , 2 ^Tnetljidxyphenyl , 4 - 
henyl , 3 -lethyisuiphonylaminophenyl , 



fe) H-en 2 yl, — thicn 3 yl, 



riiazol - 4 ;;yl, \ thiasol 5 yl, — 2- 



taethylthia - aol 4 yl - , — pyrjid 
piporidin - 4— yl / — 1 mct.hyip| 



l-yl. 



3 Y^r pyridig-yl f pygid 4 yl , 
ipcridin ;;4 yl . cyclohexyl or naphth- 



tied 



I 



A compound as claimed in Claim 
from hydrogen, hydroxyl, methoxy, 



propyl 



2 -propyl/ butyl, 2 -butyl, t- 

■\ ■ \- ■ 

3 -pentyl , isopropylaminornethyl , 



37 (previously presented) 
29, in which R3 is select! 
ethoxy , methyl , ethyl > 
butyl, pentyl, 2 -pentyl 

dimethylaminomethyl, dietxjhylaminoifiethyX,, dimethylaminoethyl , 
acetyl , hydroxyrnethyl r \ h 

methoxycarbonyl , ethox^G^jrbonyl , frethylaminocarbonyl , 
dimethylaminocarbonyl , [art. 

methylatnino, dimethylami^.o , ethylaminb,! formylamino, 
acetylamino, amino, flublo, chlorb, cyario, nitro, 
thiol , methylthio, methyl sulphonyl^ etjhyl sulphonyl , 
i sopropyl sulphonyl , me j.hy 
1 , 2 , 4-tria20l-4 -yl, 1 , 2 ; : 
I, 3-imidazol-4-yl, tet:ra 
methylsulphonamido , etxiy 
methylatninosulphonyl , ; e 



lsulphenjjrl, Xjl;2 , 4-triazol-2 -yl , 
-triazol|-4-yll; 1, 3 -imidazol -1-yl or 
ol-l-yl ,k tetjr£zol-5-yl ; 
sulphonalmidd , \ 



propylsulphonamido, 



t hy l ami no 3 ji 1 phonyl 
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propylaminosulphonyl , : am±riosulphox*yl, tr;if luoromethoxy , 
trifluoromethyl and trichloromethyl - 



3 8 (currently amended) 
which R2 represents: 

; ; r 

(i) phenyl optional 
and/or 4 position by £1 
di f luor ome t aoxy , tr i f lupx 



h compound asi .claimed in claim 29, in 



being dpbstiputed in the 3 
uo^o, chlorp, brbmo, iodo, nitro, 
methoxy , : j amirip < cyono, 
o f vinyl!/ carboxy, acetoxy, MeS02~*, 
methyl, ^Tnethcixycarbonyl, 
amido, i?and j optionally substituted 
, hydroxy, f&oro, methoxycarbonyl , 



t 

.nb 



5 yl, — 3rft4a<ae^L— 6- -yl - > ■ bengioth 



v ■ be ago 



optional - l - y - oubotituted; at; 



amino, " methyl or mctho 



(iv) — bcnaimidazol B 
s^fe gfcituted at the 2 paoiltion b y ti ming jh 



-(-v4 — tlia-en - 



a or 



the 1 or 5 pocition joy 



(vi) — 3 , l methylcnQdi 
3^ diehloro 2 qxq indol , 

1 'Ji 



■(■v-i-i-) — bene 



othiagoj 



; :| i L : . 

tctrahydroimidazo [1 , 2. a] E - yrimidin;; : 



MARTIN A HAY AND CO 

I : !5" 1 ' 



trifluoromethyl , methyljth|L 
hydroxy, methoxy, ethoxy , | 
methy lamino , ethylamirio 
at the 6 position by aminj 
cyano or aminomethyl ;';;.o|r' | 

(ii) naphth-2-yl : : ppbtonally substituted at the 6, 
position by hydroxy aindj o|?tionall5( substituted at the 3 
position by amino or hydrpxyr- 

(iii) — iooquinolin 



7 [yl, — indojg 5 YXV. indol 6- yl, — i*K*a-M*r- 



•f i i ■ 

iaeol — fe- yl!0r bcnaiooxac - g>^ — 



the 3 - poo it ion; 



by chlo - r - o - ; — 3& g - omo y 



yl or bonpothicigiol - G - yl - optionally 



triicn 3 yl|* optionally oubotitutod at - 



thylthio;; methyl— or acetyl; 



dihydroindol C yl , 



oxyphenyj. ; 2,, j 
C yl o;r ;L methyl - 3 aminoindagol 5 - yl; 



-y^ — imiftaao;[l f 2 a] pyrimidin ■ 2 ■ yl or 



substituted Jatj - fehc 5 pooition - by 



(viii) — pyraaol 2 yl 
methyl , » 

44rx-) — py^4 d 2 yl optionally diibetti^utcd at the G pooition 



- 27 
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f3t} pyrid - 3 yl optionally ^substitu t ed at the 4 pocition 



-( xi ) — benzof ur 2 yl 



ppticfrft eh Mjy! : s ut j s;titutcd at the 3 - 



p osition by ch -l-ore-? — methyl oif mcfehpxyi; at - the 5 or 6 position 

it ion byl metliojcy; 



by methyl and at the 5 p.o 



chloro, — fluero or hydroxy. 



poo it ion by ohloro or: methyl ? — 



substituted at the 5 or ff 



hydroxy, — or mcthoxy. 



39 (previously preseritecL) 



amino, vinyl, me thy laming 



MART I. V A HAY AND CO 

: • !t! ! I : : 



ly 30, 2005 

i 



< - xii) — indol 3 yl; optionally substituted on the ind e4re 
trogen atom by mathylj and optionally substituted at the D or 



6 position by fluorcj ohl j^ee-y — bronco, — tft o - fchyl or methojey; 
(xiii) indol C yli pupotitutcc| at ;tha 5 position by 



and opfeijbnally oubotitutcd at the 3 



(3civ) — benzo [b] th;io l ph;on 2 yl tlpt i6na - ll - y substituted at the 



3 position by fluoaro,, chloro or mqthyi, and opti -^ ftally 



position byifluoro; — ohloro } — methyl i 

i 



A compound! as claimed in Claim 38, 



in which R 2 is phenyl substituted?! in t^e 4 position by chloro, 



methyl tor- methoxy, optionally at 
the 3 position with amino or hydroxy,; and optionally at the 6 



position with amino br 



4 0 (canceled) : 



'hydroxy. 



41 (previously presented^ 

rrpJ?i 



which comprises a compound as claimed* in Claim 2 9 together 



with at least one ph^rtpa^ 
excipient , j 



i 



methyl sulphonylpheny^L) pi 



A phairmacjeutical composition, 



i I. 



euticallj^ acceptable carrier or 

Mf. j i 



i. 



42 (new): A compound ; as c:laimed in Cliajim l, which is selected 
from : 

1- (3-Amino-4-chlorobeni:oi 



) ; it : ! 

o^l-D-phenyiglypinyl) -4- (4-f luoro-2- 

_.i _ • J . It ■! ; 



erazine ;| 
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methylsulphonylphenyl) pi£> 
and physiologically tolejr 
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■i. 
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1- (3-ATvino-4-chlorobenzoy3 l -D-phenY-lgl^ciinyl) -1' -methyl -4 , 4 ' 
bispiperidine ,- 



1- (3-Amino-4-chlorobenzc>yiL-D-pheny|Lgl^cinyl) -4- (2- 



razine ; % : 

ble salts tHereof 



43 (new) : A pharmaceutical composition, which comprises a 
compound as claimed in fcljkim 42 ; together with at least one 
pharmaceutical^ accept;4b[le carrier or jexcipient . 



it. 



i i 



Received from < 01625500058 > at 11/7/03 5:12:41 AM [Eastern Standard Time] 



29 



